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L7 ANSWER 1 OF 10 CAPL-IS COPYRIGHT 2 002 ACS 

2U02:297615 Document No. 18 7: 15004 Vasoactive intestinal peptide in the 

immune system: Potential therapeutic role m inflammatory =md autoimmune 
diseases. Pelgado, M . ; Arad, C; Martinez, C; Cuarranz, M. G . ; Arranz, 
A.; G:mariz, R. P.; Leceta, O. ( Depar taiuent :■ Biologia Celular, Facultad de 
Bioiogia, Universiiad Compluter.se, Haand, 28040, Spain). Journal of 
Molecular Medi sine :Ber^in, Germany;, 0 (1 , 16-24 'English; 2U02. CODEN : 
JMLME8 . ISSN: 0946-2716. Publisher : Spr in ger-Ver lag . 

AB A review. Vasoactive intestinal peptide 7/1?), a neuropeptide that is 
produ ■ ed by lymphoid n .s w-11 -s - nejral -e-dl--;, K^rts a wid- -:p Hrt ril,n ,;f 
Immunol, functions, controlling the homeostasis of the immune system 
through different re:eptors expressed in various immune ccrrnr e tent cells. 
In the last decade, VIP has keen clearly identified as a pctent 
anti-inflammatory factor, which acts by regulating the prcdn. of both 
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anti- and pro-inflammatory mediators. Tn this sense, VIP has been 
described to prevent death by septic shock, an azute inflammatory disease 
with a high mortality. In addn . , VIP regulates the expression of 
oo-stimuLat : r y rnols., this being an action that may be related to 
modulating the shift toward Tnl ana Th2 differentiation. We have recently 
reported that VI E prevents the deleterious effects :■ f an exptl. model of 
rheumatoid arthritis, by down re gul -itin 3 b:th 

inflammatory and autoimmune compin-nts of tne disease. Therefore, VIP has 
leer: proposed as a promisinc: candidate alternative treatment for 
acute and chronir inflammatory and autohmiune -diseases such as sep<tic 
shock, arthritis, multiple sclerosis, Crohn disease, or autoimmune 
di abet. es . 

L7 AKSW3R 2 OF 10 ME2LINE 

2001344130 Document Number: 21300v49. PubKed ID: 114C73C5. A role for 

parathyroid hormone- related protein in the pathogenesis 3 f 
inflammatory /auto immune diseases- Funk Z L . 

(Department of Medicine, University of Arizona, Tucson, AZ , USA.. 
j fun>C d u. arizona.edu) . Int Immun : p ha rmaco 1 , (2001 Jun) 1 (6) 1101-21. 
Kef: 1:3. Jrurnal code: L0 096: 2 5 =• . I.3SN: lc67-o769. Pub. country: 
Netherlands . Language: English. 
AB 'Our increased understanding of the critical r :> 1 e of cytokines in chronic 
inflammatory/ autoimmune diseases his led to 

the recent development of effective ant i - cyt ok ine treatments. In 
particular, agents blocking the function :f TNF-alpha, a cytokine first 
identified .as 'an end ot c ■>: in- : ndu z i b 1 e mediator of tumor cell necrosLs, are 
now licensed for the treatment of rheumatoid 

arthritis (FA) and inflammatory bov/el disease. However, TNF-alpha 

is but one member of a cytokine network that is responsible for mediating 

these inflammatory disorders. Therefore, as our understanding of the 

pathophysiologic role of other members of this inflammatory network 

increases, :ther cytokines may similarly re identified as effective 

tar-nets for treatment. In this article, we will review evidence 

which suggests that parathyroid hormone-related protein (PTHrP), a peptide 

which, like TNF-alpha, was first identified because of its effects in the 

setting of malignancy, may in fart serve an important no -n-neop 1 as tic, 

physiologic function by mediating the i n f 1 amma t 0 ry/ aut: immune host 

response.' Data identifying PTHrP as a member of the cytokine network 

induced m multi- organ inflammation and rheumatoid 

arthritis will be summarized, initial evidence comparing the 

therapeutic efficacy -f PTHrP - vs. TNF-a 1 p na -bl o ckade in the 

treatment of endo toxemia will be reviewed, and potential future 

areas of research, including assessment of the effects of PTHrP blockade 

in the treatment zt PA, wil^ fce discussed. 

L7 ANSWER i OF 10 EMBASS COPYRIGHT 1002 ELSEVIER 301. B.V. 
20011c2449 EM3A:?K Anti-TNF agents f:r rheumatoid arthritis 

. Seymour H . E . ; Worsley A.; Smith .t.M.; Thomas S.H.L.. H.E. Seymour, Reg. 

Drug and Therapeutics Centre, Wo If son Unit, Olaremont Place, Newcastle 

upon Tyne NE2 4HH, United Kingdom, h.e.seymour@ncl.ac.uk. British Journal 

of Clinical Pharmacology ol/3 (201-20S) 2001. 

Refs: 3:-. 

ISSN: 0 j6- c 2: 1 . OODEN: BOPHBM. I ul . Country: United Kingdom. Language: 
English. Summary Language: English. 
AB Rheumatoid arthritis (PA) Lz a cr.rc.ic 
inflammatory/ autoimmune disease with a 

prevalence : f approximately 1- and an annual incidence of 0 . 04 - . Up to 50- 
:f patLents with PA are unable t; work 13 years after oiagncsis. The 
di^ase is nsocciatou with significant :!crt.:;li.ty m:rtal.ity w: * h 

n,s.s;,riated medical costs to the VK of between . pnd.24J M and . pnd.600 M 
p.er year. Ncn ster:idal anti - in f 1 arirna 1 0 r y dru^ OJSAIOi; have little 
effect on the underlying ciurse cf PA, but they have some 
anti-m t lammatory and analgesic pr. parties. Disease modifying 



antirheumatic drugs ( DMAPDs ) have been shown to slow progression of PA and 

are currently recommended early in the course : f treatment of PA 

which is when disease progression is most rapid. Etanercept and infliximab 

belong to a new group of parentally administered antirumour necrosis 

factor (TNF) drugs. Etanetoept. is licensed in the UK tor the 

treatment of active rheumatoid arthritis in 

patients who have not responded t: other ll-lAPDs and m children with 
polyarticular-course juvenile aitnritis who have not responded to cr are 
intolerant : f methotrexate. In adults it p::du:es significant improvements 
in all measures of rheumatic disease activity compared tc placebo. In 
patients wh:se disease remains a stive despite methotrexate 
treatment, further improvement in control is obtained with the 
addition of etanercept without an increase in toxicity. In one small 
trial, etanercept was found to re more effective than placebo in a 
selected grtup of children. Infliximab is a men: clonal antibody which is 
currently " 1 i censed in the 0"t f:r John's disease and, in combination with 
methotrexate f:r the treatment of rheumatoid 

arthritis in patients with active disease when the response to 
disease-modifying drugs, including methotrexate, has been inadequate. In 
clinical trials infliximak produced significant improvements in all 
measures of rheumatic disease activity compared with rlacebo. Infliximab 
in combination with methotrexate was shown to be superior to methotrexate 
or infliximab alone. There are currently no predictors of a good response 
to anti-TNF drugs and a percentage of patients fail to respond t: 
treatment to 38* :f etanercep.t patients; 21* to 41- of 

infliximab patients). Infliximab monotherapy induces the p r oduct i on o f 
anti-inf liximak antibodies, women may reduce its effectiveness. Adding 
methotrexate to infliximab therapy may prevent this response. Anti-TNF 
dru?s may affect host defences against infection and malignancy; whether 
these agents affect, the development and course of malignancies and chronic 
infections is unknown and safety and efficacy in patients with 
immunosuppression : r enrznio; infections has not been investigated. With 
infliximab, upper respiratory tract infections, general infections and 
those reguirinn antimicrobial treatment were more common in 
patients than placebo. Likewise, upper respiratory tract infections were 
more common in patients treated with etanercept than with p>lacebo. 
Injection site reactions :cour with both infliximab' (16*-20*) and 
etanercept (37'). There are approximately 600 000 patients with PA in the 
UK, and of these between 2* and :■ . o - may have severe disease which has 
failed to respond to conventional treatment and who might be 
eligible for anti-TNF therapy. If between 5C- and 70- of p.atients treated 
with anti-TNB 1 drugs respond and continue on long-term treatment 
then the recurrent annual cost to the NHS could be between .pad. 48 M and 
.pnd. 12 9 M. 

L7 ANSWER 4 OF 10 EM BASE COPYRIGHT 2 002 ELSEVIER SCI. B . V . 
2001214623 EM BASE Treatment options for patients with severe 

rheumatoid arthritis are gradually increasing. Drugs and 

Therapy Perspectives 17/12 (4-8) 13 Jun 2001. 

Refs/ 16. 

ISSN: 1172 - 0360. CjDEN: DTHF'EE. Put. Country: New Zealand. Language: 
English. Summary Language: English. 
AB Rheumatoid arthritis is a ohrome inflammatory 

autoimmune disease which af tests approximately O.o to 1~ 

:f the populati:n. I n f 1 amma t i : n of synovial tissue in peripheral yunts 
leads to ioint erosion ana eventual destructim resulting in significant 
pain, fatigue, functional disability and early mortality in attested 
patients. Nonsteroidal an t i- in f 'Lamm a t o r y drugs (NSAIE>s) are oornmonly used 
-jlz initial treatment tut tney crter symptomatic relict only and 
most patients require alternative :r additional therapy. Disease modifying 
antirheumatic drugs ; DMARLs j are n:w being iiiven earlier in the course ot 
the disease with the aim of reducing joint damage. However, few are fully 
effective when administered as monotherapy. Although the e f f i cacy / t cxi ci t y 



rati:- of some of the older DMAF'.Ds (e.g. methotrexate, sulfasalazine) is 
favourable, their t olerabili ty is not ideal and frequent monitoring for 
adverse events is required. Two agents whish inhibit the reduction cf the 
cytokines have recently been introduced. Infliximab and etanercept b:th 
inhibit tumour necrosis fa ot : r a 1 pha . -THF. alpha.) and have snown 
promising reductions in disease activity either alone :i in combination 
with methotrexate. For patients unresponsive to monotherapy, combination 
regimens of DMARDs may improve responses. 



.try: New Zealand. Language: 



L7 ANSWER 5 OF 10 SMBA3S COPYRIGHT 2. 'J 02 EL3EVI SR SCI. B.V 
200025 550 1 EM BASE Management of the patient with severe ret' 
rheumatoid arthritis: Are the newer treatment 
options worth considering'.. Laoki -7 . K . . Dr. J. PI. Lacki, 
Rheumatol . /Clird o . Immunol., Karol Marsinkowski Universi 
Medical Sciences, Winograoly .44, ci-^'o Poznan, Poland. 
BioDru?s 13/6 (425-4i^) 20oO. 
Refs: 13*5. 

ISSN: 117? -3-: 04. CO DEN: BIDRE4. Pub. Cou 
English. 3 umrna r y La n gu a g e : En g 1 i s hi . 
AB Rheumatoid arthritis (PA) is a chronic, 
inflammatory, autoimmune disease leading 
joint destruction. It is t.he most cimrnon 
disar ili ti es . The outcome of the disease 
refractory, rapidly progressive type with a high mcrtali 
years, profound cr>ar.yes in the traditional paradigms of 
reen introduced. Instead ;f a the r .4 eu t i ca 11 y progression 
aggressive therapy is recommended for aggressive forms o 
forced us to remodel the t.raai clonal treatment pyramid, 
start, new strategies such as saw- tooth or s tep - d own-b r id 
last 10 years have seen wide acceptance of irnmun osupp r es 
These agents hole much promise for the further treatment 
A few years ago it seemed that we would be unable to inf 
term outcome in RA, but today the development cf new dru 
has increased our chances of fighting FA, and prospects 
even more promising. 



r a c t c r \ 



Dec t . 

ty, :: 
lac k i 



of 

ch ool of 
'2post.pl . 



cause of potent 
varies from ver 



1 a 1 1 y 
y mi 1 ■ 
ty ra 
PA t h 
O' a p 1 p 

: fa. 

and t 
ge s 0 
s ive 

of R 
luen z 
gs an 
for t 



treatable 
d to a 

te. In recent 
erapy have 
roach, 
It has 

0 

hedules. The 
therapy. 
A. 

e the long 
d techniques 
he future are 



L7 ANSWER c OF 10 CAR LU.? CcPYRI GHT j = 
1999:7S39c2 Document No. 132:1-?7:?1 Use cf 
treatment of inflammatory autoimmune 
diseases. Hiestand, Peter (IJovartis A. 
Novar ti s-Er f mdungen Ye rwa 1 tungsgese 



■0' nr.. 



in the 



AB 



9. -62.o 4 0 
A2, EA, 



Lb*., 
SG, 
BY, 
DE, 



GH, 
LT, 
31, 

?:g, 

DK, 
TD, 



Al 1999120; 

BB, BG, EP., 

GH, MR, KU, 

LU, LV, Ml:, 

PK, SL, TJ, 

KZ, MD, ?Y, 

K3, FI, FR, G 

TG . (English 



DESIGNATED 
CN, CH, 



Fl 

BY, GA, CH, 

II', IL, III, I;?, JP, 

MG, MK, Mil, MW, MY, 



- G . , 3v;i t z , 
:haft m.b.H. 
STATES: W: 
GZ, DE, DK, 
?:e, KG, KP, 
MO, NZ, PL, 



AE 
EE 

PT 



TM, TP'., TT, UA, UG, US, UZ, VN, 

TJ, TK; P'.W: AT, BE, BF, BJ, CF, 

GA, GB, GK, IE, IT, LU, 

COZ'EIJ: PIYXEY . 



■11854 1 - Y3C 



CG 

MC , ML , MF: 
APPLICATION: WC 
.02 . 



■CT Int. 
Ah , AM, 
ES, FI, 
KZ, DC, 
HO, P.U, 
ZA, ZW, 
CH, CI, 
HE, NL, 
- 19?— S 



Afpl. WO 
AT, AU, 
GB, GD, 
LK, LR, 
SL, SE, 
AM, AZ, 
CM, CY, 
PT, SE, 
P3770 



1 ? 9 0 5 3 1 . PRIORITY: GB . ; 
Non- immune .suppressive, zy zlc\: hi 1 in- k .1 riding cy clo st. c rins 
treatment and prevention of inflammatory 
autoimmune diseases, such as rheumatoid 

arthritis. [ Mel i.e ] 4 - coclos}: : r In shev/ed good mhil 

swelling of hind raw in the rat co llagen- massed ,^rthri + 
doses cf 12.5 ana ; ma / -07 twice daily ut: Lc arc r '.■>:. cC 
the proprietary COX inhibitor (used as control) at day ' 
mg/kg twice daily, orally). 



are useful in the 



o t i c n o 
,._s mode 
of the 
(dosed 



f 

1 at oral 
effect of 
at 2.5 



L7 ANSWER 7 OF 10 KEDLINE 

1999236392 Document Number: ^92Jc392. PuhMea ID: I.j<ol9ob2. 

in the treatment ot inflammatory autoimmune 

diseases. Wardror P. M 3rd; Whitacre C C. (Chic State University, 



Cral tolerance 



Department of Medical Microbiology and Immunology, Columbus 43110-1239, 
USA. ) INFORMATION RESEARCH, (1999 Mar) 48 (3) 106- 1 9. Ref: 154. Journal 
code: 95Q816U. ISSN: 1023- :830. Pub. country: Switzerland. Language: 
English . 

AB oral tolerance refers to the oral a dminis t rati : n of protein antigens, 

which induces a state :> f: systemio n onr esponsi venes s specific fur the fed 
antigen. This method z>± inducing immune non- re.5 pons i veness has been 
applied to the prevention and treatment cf experimental animal 
models of autoimmune disease. Extensive research m this area over the 
past ten years has led to the conclusion that two me onanisms are operative 
in the mediation of oral t : lerance--active suppression and olonal 
anergy /deletion. A number : f faotors have been identified that determine 
which mechanism of tolerance is operative— antigen dose, antigen form, and 
the timing of antigen administration. Work from these animal models has 
recently been extended into human clinical trials of multiple sclerosis, 
rheumatoid arthritis, diabetes, uveitis, and allergy, 
with differing degrees of success. In this review, a discussion is 
provided of the animal model systems where oral tolerance has r een applied 
and the clinical trials where an oral tolerizaticn approach has been 
attempted. Moreover, recent mechanistic studies are reviewed and a model 
propjoseo for the induction of oral tolerance. 

L7 ANSWER 8 OF 10 MEDLINE 

89372468 Document Number: 89372468. PubMed ID: 2671925. AmipnLose 

hydrochloride for rheumatoid arthritis. Fiskm W G; 

Gil lings J 3; Scarlett J A. (University of Miami School of Medicine, 
Florida. ) ANNALS OF INTERNAL MEDICINE, {1939 Sep 15) 111 (6) 455-65. 
Journal code: 0372351. ISSN: 0003-4 319. Pub. country: United States. 
Language: English. 
AB STUDY OBJECTIVE: To assess the safety and efficacy of amiprilose 

hydrochloride (HCli, a novel synthetic carbohydrate with anti - inflammatory 
and immunomodulatory properties, in patients with rheumatoid 
arthritis. DESIGN: Prospective, rnulti center, randomized, parallel 
arc up, double-blind placebc -controlled 12-week trial. PATIENTS: Two 
hundred and one functional class I and II patients with definite or 
classic rheumatoid arthritis, previously untreated 

with disease modifying antirheumatic drugs. INTERVENTIONS : Patients were 
withdrawn from nonsteroidal anti-inflammatory drug therapy. These who 
flared were randomly assigned to amiprilcse HC1, 6 g/d, or placebo for 12 
weeks. No concomitant anti - inf lamma to r y or antirheumatic drug therapy was 
permitted during the study. Combina ti : n acetaminophen and propoxyphene 
naps yl ate was the only supplemental analgesic medication allowed. 
MEASUREMENTS AND I4AIN RESULTS: The number of painful joints and swollen 
nomts, joint pain arid joint swelling indices, left and light grip 
strength, investigator global assessment, and patient global assessment 
returned to baseline for the amiprilcse group and shewed statistically 
significant -P less than 0.05) differences from the placebo group within 4 
to t weeks. The protocol criteria for overall therapeutic response were 
satisfied by 41- of the amiprilcse p-atients, compared with 21- of the 
placebo group (P = 0 . 0-:"i3 ) . Approximately 0.5 tablet per day less analgesic 
rnedicatiin was taken by the amiprilose group ip less than 0.05 at weeks 6 
ar;d 12;. There were no statistically significant differences in morning 
stiffness, walking time, erythrocyte sedimentation rate, C- reactive 
prcttrin, or rheumatoid factor between the groups. A similar number of 
adverse experiences were reported by the patients or: amiprilcse (67-) and 
or: placebo (63-) . One patient on amiprilose developed thrombc cytcpeni a of 
unknown cause; nc other reported adverse effects were serious. 
o: NCLUSl C1JS : Amiirilcse HC1 has significant anti-inflammatory activity and 
a favorable safety pictile when used as the sole .mt lrheumatic therapy in 
patients with active rheumatoid arthritis. Synthetic 

carbohydrates may represent an important new class cf drugs for the 
treatment cf inflammatory, autoimmune 
diseases . 



L7 ANSWER ? OF 10 MEDLINE 

89389509 Document Number: 8938^509. PubMed ID: 267549^. [Initial clinical 

experiences in the treatment :>f :hrDni: polyarthrit is with a new 
monokine release inhibitor] . Erste klmische Er f ahrungen in der 
Behandlung chr:mscher P ol yar thr l ti den rait einem neuen 

Monokin-Reiease-Inhibit cr . Seibel M J; Bruckle W; Responded: M; Beveridge 
T; Schnyder J; Muller W. ■ :>r t:h opedi - Research Latoratcry, Columbia 
Universitv Medical Center, New York. ] Z E I T3CHRI E'T El-R RH EUMATOL jGI E, 
( ic;^9 May- Jun) 4 8 (3) 147- cl. Journal, code: 04 14 162. ISSN: 034 0- 1855. 
Pub. country: GERMANY, WEST: Germany, Federal Republi:: of. Language: 
German . 

AB Cytokines such as Inter leukin- 1 (IL--L) are important modulators of the 
cell-mediated immune response and play a paramount role m 
inflammatory autoimmune disease. We report on 

preliminary olinical experiences with a new, tricyclic substance [( 
10-Methoxy-4H-benzo [4 , 5 ] cycle- hep. ta - [ 1 , 2-b] thior hene-4- ylidene] acetic 
acid, MW 284), which inhibits the release of i nt e rl euk Ln- i alpha and -beta 
from cultured murine macrophages or human mononuclear oells. The study 
included 12 patients (rheumatoid arthritis, n - ; 9 ; 

hemochromatoti o arthropathy, n = 1; psoriatic arthropathy, n = i; 
seronegative sr. ondyla r th rep athy , n = 1 ) . Ei ght patients were treated for a 
total of 8 weeks, receiving a median dose of 80C mg/d of the substance. 
Due to significant clinical benefits, two patients continued for a total 
of six months. Administration of the drug was discontinued in tv/o patients 
because of severe urticaria and lack of compliance, respectively. Four out 
of 10 patients showed clinical improvement according to Ritchie-Index, 
pain score, ESR and CRP. Side effects were diffuse gasti ointestinal 
symptoms :4/12), temporary impairment of liver function ■ 4 / 1 2 ) and 
allergic skin reactions (3/12; . 

L7 ANSWER 10 OF 10 EMBA3E COPYRIGHT 2 0 0 2 EL3EVIEF. SCI . B.V. 
86196153 EMBASE Document No.: 1086196153. Methotrexate therapy m 
rheumatoid arthritis. Current status. Wilke W.3.; 

Mackenzie A.M.. Department of Rheumatic and Immunologic Disease, Cleveland 
Clinic Foundation, Cleveland, OH 4 4 106, United States. Drugs 32/2 
(103-113) 1986. 

CODEN: DRUGAY . Pub. Country: Australia. Language: English. 
AB Antimetabolites which inhikit the enzyme dihydro folate reductase, 

including amine-pterin and methotrexate ( amethopt erin) have been used in 
cancer and leukaemia chemotherapy since 1947. Mere recently, it has become 
a valuable alternative treatment for non-neoplas tic diseases and 
has enjoyed its widest application m this respect as a treatment 
for severe psoriasis. In the subset of patients with psoriasis who develop 
erosive arthritis, early investigators observed improvement in both the 
skin and joint manifestations cf psoriasis. Based largely on these 
observations, methotrexate has since been used to treat a variety of other 
arthritides and inflammatory/ autoimmune 

diseases including Reiter's syndrcme, polymyositis, pc lyarteritis 
nodosa, Wegener's granulomatc sis , cyclitis, sarcoidosis and 
rheumatoid arthritis. In this article the authors 
discuss its use in rheumatoid arthritis. 
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LI 0 S "HP GP-39" 

L2 0 3 "HP GP39" 

L3 68634 68 5 TREATMENT 



L 4 117 S L3 AND INFLAMMATORY AUTOIMMUNE DISEASE 

L5 41 PUP REMOVE L4 (76 DUPLICATES REMOVED) 

L.;. 10 S L5 AND RHEUMATOID ARTHRITIS 

L7 10 DUP REM I'VE L6 (0 DUE'LI 0ATE3 REMOVED) 



= ■ s 15 and "FGRSFTLAS" 

L^ 0 L5 AND " FORS FT LAS " 

= • s 15 and "RSFTLASSETGVG" 

C= L5 AND "R;:FTIAS3ETG\ 

- - s "R3FTLASSETGVG" 

L10 1 "RSFTLASSETGVG" 



- • d 110 -bib abs 



L10 ANSWER 1 OF 1 CAPLUS COPYRIGHT 1002 ACS 

1 "-98: 45727 3 Document N:. 129:108014 Monocle rial antibody to cell surface 

antigens of autoimmune disease for therapeutical use and its preparation. 
Steenbakkers, Petrus Gerardus Antcnius (AKZON. V., Neth.). Jpn. Plokai 
Tokkyo Kohc JP 10170160 A2 1 99&';7 07 Heisei, 57 pp. (Japanese). CODEN: 
JKXXAF. AEELICATION: JP 1997-363807 1?971127. PRIORITY: EP 1996-203465 
19961206; EE' 1 9 97 -2 0 1 9 72 1 9970627. 

Ab Disposed are a method tor the prepn. cf monoclonal antibody to a 

hard- tc-cbtain ::ell surface antigen by immunizing a mammalian animal with 
the purified antigen along with intact cells without using adjuvant, 
enriching the antigen-specific b cell population, and fusion of the 
immunized & cells with myeloma cells to obtain hykridoma cells secreting 
the monoclonal antLbcdy. Prepn. cf monoclonal antikcdy to T cell 
receptors (TCR) p>repd. from a patient with autoimmune disease such as 
rheumatic disease was described, which comprises (1) immunization of 
BALB/C mice with 106 intact T cells cf clone H.243 (with TCR of V. alpha. 8+ 
and V. beta. 9+) and the purified TCR/CD3 complex (5x107 cells equiv.) and 
(2) fusicn :f the immunized 5 cells with NS-1 myeloma cells t; detain 
hybridema clones TOR6 4, TCR66, TCR69, TCR70, TCR73, and TCR76. The 
monoclcnal antibody recognizes epitcpe RS FTLAS SETGVG from human 
cartilage gp-39 (HC gp-. : :9). 



Executing the logoff script... 



= :• LOG H 

COST III U.S. DOLLARS 
F'FLL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS ; 
OA SUBSCRIBER PRICE 



since FILE 
ENTRY 
4 6.7c 

SINCE FILE 
ENTRY 
-1.86 



TOTAL 
SESSION 
4 6.96- 

TOTAL 
SESSION 
-1.86 



SbSSiON WILL BE HELD FC r 
STN INTERNATIONAL SESSION SUSPENDED AT 13:06:37 ON 26 AUG 2002 



Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 



LjGINID : SSSPTAl- : -4 4PNH 



PASSWORD: 

* * * + * + RECONNECTED T 0 STN INTERNATIONAL * * + * * + 
SESSION RESUMED IN FILE ' MEDLINE, EMBASE, BIOSIS, SCISEARCH, CAPLUS ' 
AT 13:16:45 CN ... »i. AUG 2"02 

FILE ' MEDLINE ' ENTERED AT 13:16:45 ON 06 AUG 0 0 ; 1 2 
FILE 1 EMBAS E ' ENTERED AT 13:16:45 OK JO AUG J MO J 

COPYRIGHT (C) O'A'J Elsevier Science B.V. All rights reserved. 

FILE 'BIOSIS' ENTERED AT 13:15:45 ON J n AUG J 000 

COPYRIGHT (C) JOuJ BIOLOGICAL A3 S TRACT.? INC. :R) 

FILE 'S:iSEARCH' ENTERED AT 1 3 : : 6 : 4 : ON 26 AUG _002 

CIPYF.IGHT (::) -'.-■OS Institute for Sr:e:r.ific Information (I. '31) (R) 

FILE ' CAPLUS ' ENTEP.ED AT 13:16:45 ON 0 AUG JOQJ 

COPYRIGHT (C) J J AMERICAN CHEMICAL SOCIETY ■ACS) 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTF.Y SESSION 

FULL ESTIMATED C0>ST 46.70 45.96 

DISCOUNT AMOUNTS "FOR QUALIFYING ACCOUNTS 1 SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRI BER PRO CF. - 1 . 6 »ii -1.86 
= file medline enil ase hiosis £ :isear ".h ;:ap0 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 4 6.7.0 4 6.96 

DISCOUNT AMOUNTS ■ EOF. QUALIFYING AMOUNTS SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE -1.8o -1.86 

FILE 'MEDLINE' ENTERED AT 13:16:59 CN ;':6 AUG 2 0:.' 2 
FILE 1 EMBAS E ' ENTEFED .AT 13:16:09 ON AUG 0''0_ 

COPYRIGHT 00) 1 '"■ 0 Elsevier Science E.V. All rights reserved. 

FILE 'BIOSIS' ENTERED AT 13:16:59 ON 0 6- AUG j'"'0_ 
COPYFIGHT (C) O'l'O": BIOLOGICAL A3 ST FACTS INC. ■ R) 

FILE 'SCISEARCH' KNTEF.ED AT 13: 16: 5 9 ON 0 6 AUG 0 0 02 

COPYF.IGHT 'C) J'"' L. Institute f : r Scientific I nf rmdtion (ISI) (F.) 

FILE 'CAPLUS 1 ENTERED AT 1 3 : 1 6 : ?. 9 ON SO AUG 2 ; '0^ 

USE IS SUBJECT TC THE TEFMS OF YC'UR STN CU3T-0MEK AGREEMENT. 

? LEASE SEE "HELP USAGETEFMS" FOR DETAILS. 

COPYRIGHT fC) JOOj AMEF ICAN CHEMICAL SOCIETY -ACS) 

=' • s (boots a?/au or miltenburg a?/au: 

LU 4 05 :3CCTS A? 'AU -OR MILTENBURG AO AU i 

= ■ s 01^ arid rheumatoid arthritis 

L.2 214 LI.. AND RHEUMATOIE' ARTHRITIS 

= s LIS and HC gp3'3 

L13 I LIS AND HC GP39 

= ■ d 110 cbib abs 

L3 ANSWER 1 CF 1 CAPLUS COPYRIGHT 2CY2 ACS 

1098:785564 Dccument Nc . 130:^7290 Prctems and novel peptides derived from 



autoantigen for use in immunotherapy :f autoimmune diseases. Boots, 
Anna Maria Helena; Verheijden, Gijsbeitus Franciscus Maria; Bos, Ebo 
Sybren (Akzo Hotel M.Y., Neth.j. U.3. US 534344^ A 19981201, 19 pp., 
, : ; lL :.-in-patt of U.S. 5,7^6, 5J7. fEn:ilishj. "OEM: USXXAM. APPLICATION: 
US 1996-6:4493 19^604 1 8:. PRIORITY: -J.: 19 9 6 -61 ^45 19^60325. 
AB The present: invention relates, to novel peptide-, derived firom the 

autoantigen HC :ip -■ 3 9 , said peptides oimprising .it least :no of the amino 
aoid sequences FGR3FTILAS (2EO ID No. 1), FT LAS 3 ETG (3EQ ID No. 2), 
YDDQS3V?;3 (SEQ ID No. 3) and FSEIA3NTO (SEQ ID Mo. 4). The peptides 
resemble MHC Class II restricted T-cell epi topes present on the 
autoantigen HC ?p-39 in articular cartilage. KC gp>-39, proteins 
comprising an amino aoid sequence whioh exhibits at least 50- homol . with 
the ammo "acid sequence YKLYCYYTS WSOyREGDGSCFf DALDRFLCTH I IY3FANISND { SEQ 
ID No: 10) and said peptides can be used m ant i gen- speci f i c treatment of 
articular cartilage destruction in autoimmune diseases in mammals to 
induce systemic toleranoe of the immune system. The autoantigen HC gp-39, 
proteins comprising an amino acid sequence which exhibits at least 50- 
h:mol. with the amino ao:d seguenoe Y K L YC Y YT 3 W 3 Q Y R E G D G 3 C F ? D AL E> R FL CT H 1 1 Y 3 FA 
NISND (3 Ed ID NO: 10) and said peptides are also suitable to induce 
arthritis in animals, preferably mice. The invention furthermore relates 
t : pharmaceutical compns . oomprising said iutc antigen and/-: r said 
peptides, a diagnostic method f:r the deteotion of autoreactive T cells in 
a test sample and test kits to te used m said method. For treating T 
cell-mediated oartilage destruction disease (e.g. arthritis or 
rheumatoid arthritis), the T eel 1 - sp eci f i c 

tolerance-inducing peptide or protein can also be selected from the group 
consisting of pig heparin binding 33 kDa protein, bovine 39 kDa whey 
protein, murine breast r-:rressin? 39 kDa protein (trp39), human 
ovi duct -sp e oif ic ?lycop rote in, murine ovi du ot - sp eci fie glycoprotein, 
hamster o vodu ot - sp eci f i c :rl yc : p r : t ei n, kovme oviduct-specific 
glycoprotein, human chit otri osi das e precursor and their fragments. 



=:■ d his 

■' FILE ' HOME ' ENTERED AT 1 3 : V 1 : 4 c OK It AUG 2 0 32) 

FILE 'MEDLINE, EMBASE, 3IOSI3, 30 1 3 EAR.CH , CAPLUS' ENTERED AT 13:01:58 ON 
2 0 AUG 2 Of 2 

O 3 "HP GP-3 9" 
0 3 "HE GF3 9" 
68 634 6 3 3 TREATMENT 

117 3- L 3 AN D INF LA1IMAT C R Y AU T ■ J I MMU NE D I S EAS E 
4 1 DUP r EMOYE L4 ; 7 6 DUPLICATES REMOVED) 
10 3 L5 AND RHEUMATOID ARTHRITIS 
10 EUP REMOVE L6 !0 DUPLICATES REMOVED) 
0 3 L5 AND "FGRSFTIAS" 

0 3 L5 Alv'D "R3FTLA33ETGYG" 

1 3 "R3FTLASSSTGYG" 

FILE 'MEDLINE, EMFASE, BIC3I3, SCI SEARCH, CAPLUS ' ENTERED AT 13:16:59 CN 

2c AUG 10 02 

Lll 4 05 3 (BOOTS A? / AU OR MILT EN BY RG A9/AU) 

L12 ^14 3 Lll ANL F.KEUMATCID ARTHRITIS 

L L 3 13 L12 AKL HC GP39 

= :-- s 112 and collagen arthritis 

LI 4 0 Li 2 AND CC LLAGEN ARTHRITIS 

= : - dup remo v=- 1 1 2 

PROCESSING COMPLETED FOR Ll^ 

L15 85 DUP REMOVE Lll '129 DUPLICATES REMOVED ) 



= :> s ll. r and "HC gp-39" 

LI 6 16 LIS A1ID "HC GP-3 0" 



= :> dup : emove 1 1 6 
PROCESSING COMPLETED FOR Lie. 

L17 16 DUP REMOVE Ll> : . (0 DUPLICATES REMOVED) 

= > d 1 17 1- 16 crib abs 

L17 ANSWER 1 Or 16 MEDLINE 

2002195319 Document Number: 2l?63556. PubMed ID: 11871332. Long term 

ant L- tumour necrosis factor alpha monotherapy in rheumatoid 
arthritis: effect on radiological course and prognostic value of 
markers of cartilage turnover and endothelial activation, den Breeder A A; 
jjosten LAB; Saxne T; Hemeorard D; Fenner K; Miltenburg A M M; 
Frasa W L H; van Tits L J; Buurman IV A; van Riel P L C M; van de Putte L B 
A; Barrera P. (Department of Rheumatology, University Medical Centre 
Nijmegen, The Netherlands.. A . denb r oe de r Oai g . azn . n 1 ) . ANNALS OF THE 
PNEUMATIC DISEASES, (2002 Apr) 61 (4) 311-3. Journal code: 0372355. ISSN: 
000 3-4967. Pur.', country: England: United Kingdom. Language: English. 

AB OBJECTIVE.?: To investigate the effect of prolonged neutralisation of 
tumour necrosis factor alpha (TNFalpha) on the radi o .: .ogi cal course in 
rheumatoid arthritis 'RA; . To assess whether the 

radiological o:ourse can 1 e predicted by clinical variables or biological 
markers of cartilage and synovium turnover and of endothelial activation. 
E ATI ENTS AND METHODS: Forty seven patients with active RA enrolled at our 
centre in monotherapy trials with adalimurnab (D2E7), a fully human 
ant i-TNFalpha monoclonal antibody, were studied for two years. Radiographs 
of hands and feet obtained at baseline and after one and two years were 
scored in chronological order by a single, blinded observer using the 
modified Sharp method. Radiological course was classified as star I e or 
progressive using the smallest detectable difference as cut off point. The 
relation between radiological course and serum markers of cartilage and 
synovium turnover (rneta 1 : op ro te i nas es (MMP-1. and MM?- 5), cartilage 
oligomeric matrix protein :'COMF ;, human cartilage gl yc op ro te i n- 3 0 ( 
HC gp-39)-, endothelial .-jctivation Soluble 

E-selectin and intercellular adhesion molecule (ICAM- l)) f and integrated 
measures of disease activity were assessed using univariate and 
multivariate analysis. RESULTS: Radiological evaluation was performed in 
36 patients with paired sets of radiographs at baseline and two years. 
After two years a total of 15/: 6 (42-) presented no radiological 
progression. More patients with stable radiological course were still 
receiving ant l - TNFalpha treatment after two years ( 1 / 1 5 (37*) v 11/21 
(52m; p=0.03; and had lower baseline CCME and si CAM- 1 levels (p— 0.01 and 
0.04, respectively) than those in the group with progressive disease. In a 
logistic regression model the combination of sustained TNF neutralisation 
and baseline C0MP and sIOAM-1 leveis was predictive for radiological 
outcome (p=0.03). C reactive proteon arid disease activity score area under 
the curve were significantly correlated with changes in radiological 
scores after two. years (r = 0.40 and 0.37, p<0.05;. Long term TNFalpha 
neutralisation decreased the levels of COX? , sICAM, MMFs, and HC 
gp-39, but not s E-se.l ect : n . CONCLUSION: The results 

suggest that Cong term monotherapy with anti -TNFalp nu has a positive 
effect on radiological outcome ana modulates cartilaae and synovium 
turnover as measured by biological markers. Baseline serum s I 3AM- 1 levels 
and COM? .levels may be nelprul to identify patients with progressive or 
no n-p regressive radiological outcome. 

L17 ANSWER 2 OF 1 6 CAPI.U.:- COE'Y RIGHT 2 " o2 AC: 

2 001 : 3-1 07 5 6 Document No. 1 34:32 38 57 Modified peptides and pept idorni met i cs 
tor use in immunotherapy. '/an Staveren, Cathenna Joanna; Timmers, 
Cornells Marius; ' r an Galen, Philippus Johannes Marie; Knegtel, Ronaldus 
Marcellus Alp h oris us; Boots, Anna Maria Helena; Miltenburg, 
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a mzditied peptide derived from formula I peptide 
Ala - 3er-3er- Glu-Thr-Gly-Ya i -Gly-OH (peptide 
-derived protein human cartilage gp-39 ■ HC 

f o rmu la (II): 
-At -A9-A10-A11-A12-A1 l-Z 
o:\ci with the ammo acids 

Z corresponds with OH. 
:n are selected from one 
) substitution of i-c, p.' ret era 
n - n a t u r a 1 ami no a "j i d s o i .beta 



In general formula (II), 
o i f o rmu la ( I ; , 2 
The modifications according 
:r more of the groups a, b 
y 1-4 amine acids at 
amino aci is ; ( t , 



more amide bonds with reduced amide bonds cr 
) substitutions at Q and/ or Z and, optionally, 
1 urniri: acids up> t: a total of 6 modifications 
:r inducing tolerance induction 



The 



in patients 

,ne diseases. The most potent compds. were 
Ala- Ser-Ser-Glu-Thr-Gly-Val -Gly-OH, 

Ala-:?er -Ser-Gl u-Thr-Gi .y-Yal- .psi . [CHiNH] - Gl y-NH2 , 
e u - Al a - 5 e r - S e r - G 1 ■ : - T h r - G I v - T /a 1 - G 1 y - N H 1 a n d 
^u-Aia-Sei-Ser-Glu-Thr-Gly-Val- .psi. [CilO'NH] -Gly-NH2 . 
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39 to prevent (auto)immune disease or in t lamma t : ry diseases, e . j . 
rheumatoid arthritis. More specifically, HC 
gp-39 or fragments thereof can be used to modulate the 
reactivity of lymphocytes which are reactive to antigens other than 
HC gp-39 rut which are present in the s nme 
tissue is where HC gp-39 is kemg expressed. 
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2001101205 Document Number: 2'Yo7 984 1. RubMed I D : 1113-874 

immune response tc human cartilage j Rye -jp r : t e l n - :'■ '' J (HC 
gp-39 .'-de rived peptides in rheumatoid 
arthritis and other inflammatory conditions. Y:s K; 
Miltenburg A M; van Meii-jaarden K E; van den Heuvel M; E 
G; van Galet P .7; van Hoi-zand P A; v.in Y"..i et - Da ka 1 o p ou 
H; Breedveld r C; Boots A M; de Yries R R. (Department o 
Rheumat :. 1 ogy, Leiden University Medici Zont-r, Leiden, T 
RHEUMAT' -LOGY, (2 0 00 De c ) : 9 [ 12 j 132- 3 1 . 7 our n.il code: 
1 4 62- L 32 4. Pub. country: EKGKAMD : United ?;in jdom. Lani\:ag 

AB OBJECTI'/E: To study the specificity :: the peripheral blood mon:nuclear 
cell iPbMZ'j response to peptides derive:! from human cartilage 
ylycop r jtein- 39 (HC gp-39 i in patients with 



Cellular 



lfermk h 

l:u E; ottenheff T 
f 

The Netherlands. ; 
1 Vifi - V ni . ISSN: 
Eng 1 i sh . 



rheumatoid arthritis (PA) and the correlation between 

this response and disease activity. METHODS: PA patients, patients with 
systemic lupus erythematosus (OLE) , inflammatory t :wel disease (IBDj or 
:ste:arthrit is [OAj and nealthy ::ntr:ls were studied. All individuals 
were typed f dt HLA-DR31 and their disease a:civUy score was documented. 
E rol i f e i a t. i : n of PBMC was measured following mcuratnn with five 
different HC gp-39 - der ived peptides, 

selected by the use of a DR4 ( DPS 1 *0 4 0 1 ) binding motif. RESULTS: A 
proliferative response tc :ne of the rive peptides (peptide 25^-27 1 at 10 
micrcg/ml) was mere often :bserv-d in PA patients than in healthy controls 
(P-0.001). PA patients who expressed DK5 1 * 04 0 1 more often showed a 
response against this peptide than PA patients who did not express this 
PA-associated haplotype. This response was not PA-specific since patients 
with IBD or OA also shewed a response significantly more frequently than 
healthy controls (P:=0.00 and P=0.0? respectively). However, the level of 
the response against peptide 25-271 correlated with disease activity in 
PA patients but net in patients with lhj or SLE. Increased responses to 
HC gp-39 06.: -07: were founa in patients with 

IBD or OA; a trend towards such a response failed to reach significance in 

FA patients in this study. 0 0NC1UO I OX : In PA patients as well as in 

patients with other inflammatory conditions, HC gp 

39-derived peptides may r: e tar jets of the v - eel 1 -medi at ed immune 

response, in the FA patient group the immune response to HC 

gp-39-der:ved peptide 2:>-271 :or related with disease 

activity . 

L17 ANSWER o OF 1 MEDLINE 

2000310920 Document Number: 203 1 3920. PubKed IP: 10807782. Human 

■rart.ila-.7e gp - 30 + , CD 16+ monocytes m peripheral blood and synovium: 
correlation with joint destruction in rheumatoid 
arthritis. Baeten D; Boots A M; 3 teenba kker s P G; 

Elewaut D; B;s E; Verheijden G F; Berhei/den G; Miltenburg A M; 

Rijnders A W; Veys E M; Pe Keyser F. (Department of Rheumatology, Ghent 
University Hospital, Belgium. ) ARTHRITIS AND RHEUMATISM, (2000 Jun) 43 
(.:,) 1233-13. Journal code: 0 3 7 0 •:■ 0 5 . ISSN: 0004-3:91. Pub. country: United 
States. Language: English. 
AB 'OBJECTIVE : T: investigate the expression of human cartilage (HC) 
gp-39, a tos slide auto antigen in rheumatoid 

arthritis i?A), in peripheral blood and synovium, to characterize 

its cellular source, and to analyze correlations with clinical features. 

METHODS : The expression of HC gp~39 in 

synovium and peripheral blood mon: nuclear cells (PBMC) was assessed by 
immunohis tcchernist ry and flew cytometry. Synthesis and secretion were 
investigated 1: y kcth reverse t rans c r ip t i on-p-o i ymerase chain reaction and 
enzyme-linked immunosorbent assay. RESULTS: E'E-MC expressing HC 
gp-39 were increased in FA patients compared with 

spondyloarthropathy patients (P == 0.002 9) ana with healthy control subjects 
(P - O.OOIB. . HC gp-39+ cells wer- also 

slightly over represented in FA synovium IP = 0.01). In both blood and 
synovium, HC gp~39+ cells were identified as 

CD 1 4 dim, CD 1 0 + monocytes, a phenotype which can differentiate from classic 
CDH+-+- monocytes by maturation in vitro. HC gp- 
39 mes.sen.ier F'NA was detected in FA synovium and PBMC, and PBMC 
secreted HC gp~39 in vitro. The number : : 
HC gp-39+ RBMC correlated with serum lev-Is of 
C reactive protein (r - -j.:r, ? - 0.00 3; anu HC gp- 
39 r = 0.5,0, E = 0.014). HC gp~39 

expression in FA synovial lining -correlated with joint destruction (r = 
:.77, F v O.OOi;. CCNCLCOI ON: CCirO m:no-:ytoo, a cellular source of 
HC gp-39 in vivo, are : ve r r op res en te d in k 0 tn 

FA peripheral blood and synovial tissue. The presence of HC 
gp-39+ cells in FA synovium is correlated with the 

degree of joint destruction. These lata support a role of these cells in 



the local autoimmune response that leads to chronic inflammation and joint 
destructicn. 



L17 ANSWER 6 I-F Ik. MEDLINE 

2000191103 Document Number: ..01*110?. PubMed ID: 10728759. Induction of 

tolerance with intranasal administration of human cartilage gp-39 in DBA/ 1 
mice: amelioration of clinical, histoloaio, and radiologic signs of type 
II colla^n-ir.dured arthritis. Jcosten L A; Coenen-:le Rco C J; Helsen M M; 
Lubber ts E; Boots A M; van den Berg V/ B; Miltenburg A M 
. (Department of Rheumatology, University Hospital Mi:megen, The 
Netherlands. ) ARTHRITIS AND RHEUMATISM, (2000 Mar) 43 (3) 645-55. 
■Journal code: 0370605. 135::: 0004 -35><l. Put. oountry: United States. 
Language: English. 

AB OBJECTIVE: Human cartilage jlycc p r otein 30 (HC gp- 

39) was recently identified as a candidate autoanti ;en in the 

pathogenesis of rheumatoid arthritis. In the present 

studies, we investigated the capacity of HC gp 

39 to interfere m clinical disease induced by an unrelated 

autoantigen, type II collagen (CII), by the induction of cross-tolerance. 

METHODS: DBA- ii /Bom mice were immunized with bovine CI I / complete Freund's 

adjuvant and were given intraperitoneal bo:ster injections cf CII on day 

21. Tolerance was induced via the intranasal pathway with either the 

disease-inducing antigen (CII;, a control antigen (ovalbumin), or 

HC gp-39 either before priming with CII or 

near the day of the booster injection. Arthritis was monitored visually, 
and i:int pathology was examined histologically and radiolog ically . In 
addition, CII antibody levels in serum were analyzed by enzyme-linked 
immune sorbent assay. RESULTS: In contrast to treatment before priming, 
intranasal application of HC gp~39 after 

immunization markedly suppressed disease activity and prevented joint 
destructicn, whereas application of ovalbumin or CII was ineffective. 
Interference cf HC gp-39 with the immune 

response to CII was demonstrated by .decreased anti-CII antibody levels . 
The combined data indicate that intranasal treatment with HC 
gp-39 may trigger modulatory or regulate ry mechanisms 

that interfere with the expression of disease m murine collagen- induced 
arthritis. CONCLUSION: HC gp~39 is the first 

cross -tolerance-inducing protein in arthritis that down-modulates a 
spectrum of disease features when given in a s emitherap eut ic protocol. 
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200040031 3 Document Number: ^03:-4D15. FukMed ID: 1 03739-65. Raised human 

cartilage glycoprotein- 3 ^ plasma levels in patients with 
rheumatoid arthritis and other in f lammat cr y c : ndi t ions . 
Vos K; Steenbakkers R; Miltenburg A M; Bos E; van Den Heuvel M 
W; van Hogezand R. A; de Yri.es R R; Breedveld F C; Boots A M. 
(Department of F.heuma t ol ogy, LJKC, Leiden, The Netherlands.. 
kvosGrheumatolcgy.azI.nl) . ANNALS Or THE RHEUMATIC DISEASES, (2000 Jul) 
.=<■? (7) 544-8. Journal code: 0c723o5. ISSN: 0003- 4 9o7 . Pub. -country: 
ENGLAND: United Kingdom. Language: English. 

AB OBJECTIVE: To evaluate plasma human cartilage glycoprotein (HC 
gp-39) as a possible marker for the presence and/or 
activity of rheumatoid arthritis (FA) and other 
inflammatory ■conditions. BACKGROUND : HC gp~39 

is a secretory product c: encneir : cy t es , synovial cells, macrophages, and 
neutrophils. HC gp-39, also described as 

i'KL-40, was found to be a marker cf joint disease and tissue injury in FA 
and various ether diseases. METHODS: Levels of HC gp- 
39 were d-t-rmined by a ,- andw ; -h enzyme link-d i rnmuno - - r h^-rit assay 

( ELI SA) in 47 patients with FA, 47 with osteoarthritis (OA), 24 with 
systemic lupus erythematosus uLE,, ^4 with inflammatory towel disease 

(IBD), and in 47 healthy controls. A disease activity score was assessed 
in the patients with FA, SLE, and IBD. RESULTS: The plasma level of 



HC gp-39 in the PA patient gr ?up was 

significantly higher than m the :ther patient groups and healthy 
controls. The level in patients with 'OA, 3LE, and I BE) was also 
significantly higher than the HC gp-39 level 
found in the healthy crntrol group. HC gp~39 

levels in patients with PA xr related positively with the ESR and IgM 
rheumatoid factor level but r.c t with other variables of disease activity. 
In the patients with 3 LE and I BD ld correlation was found with the disease 
activity score. CONCLUSION: The plasma level of HC gp- 
39 is increased i.r, inflammatory conditions with and without joint 
disease { SLE, IBD, OA, and PA) . Thus increased Levels of HC 
gp-39 do not only reflect ]omt disease but also reflect 
in fl animation or tissue degradation m various conditions. Notably, the 
highest level ? f HC gp~39 was found in 

patients with FA. Only in the PA patient group was a correlation between 
HC gp-39 plasma levels and some laboratory 
variables of disease activity found. 
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1999:099819 The Genuine Article (R) Number: il42JG. HC gp- 
39 expression by CD1 6 + * ma tur e ' moncoytes: Relation with erosivity 
of rheumatoid arthritis.. Eaeten D (Reprint); 

Boots A M H; Steenbakkers ?; Verhei]den G F M; Miltenburg A M 

M; Rijnders A W M; Verbruggen G; Veys E M; DeKeyser P. ARTHRITIS AND 
RHEUMATISM (SEP 1999) Vol. 40, No. ?, Supp . [3], pp. 1040-1040. Publisher: 
LIPPINCOTT WILLIAMS r * WILKIKS. 2 2 7 EAST WASHINGTON S3, PHILADELPHIA, PA 
1910 6. ISSN: 0 0 04 091. Language: English. 
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1999:528523 Document No.: PREV1 9 0 0 52 y 52 I . HC gp- 
39 expression by CD 16+ mature monocytes: Relation with erosivity 
of rheumatoid arthritis. Baeten, I. li); Boots, 

A. M. H.; Steenbakkers, P.; Verheijaen, G. F. M. ; Miltenburg, A. 
M. M. ; Rijnders, A. W. M. ; Verbruq^en, G . ; Veys, E. M. ; De Keyser, 
F . . (1) Ghent Belgium. Arthritis ■& Rheumatism, (Sept., 1999) Vol. 42, No. 
9 SUPE'L . , pp. 32-3-4. Meeting Into.: ►■"3rd Annual Scientific Meeting of the 
American College of Rheurnatcl cgy ana the 34th Annual Scientific Meeting of 
the Association of F:heuma tol ogy Health Professionals 3cston, 
Massachusetts, USA November 1 17 , 1999 ISSN: 0004-3091. Language: 
English. 
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2000:24 3123 Document No. 133:25092:- Human cartilage gp-39 as candidate 
autoantigen for immunotherapy of rheumatoid arthritis. 
Boots, Annemieke M. H.; Verheijden, Gi j s F.; Roo, Christina J. J. 
Coenen-De; Miltenburg, Andre M. M. ; Hubers, Henk; Cope, Andrew 
P.; Scnderstrup -MsE'evitt , Grete; Rijnders, Antonius W. M. {Departments of 
Pharmacology and Target discovery, NY Organon, Oss, Neth.). 
Verhandelingen - Koni nkl 1 j ke Kede rl andse Akademie van Wetens chappen, 
Afdeiing Natuur kunde, Tweede Reeks, I 0 1 ( Speci f ic Immunotherapy of Chronic 
Autoimmune Diseases), 93-9o (English) 1999. CODEN: VNAWAG . ISSN: 
0373-465X. Publisher: Royal Netherlands Academy of Arts and Sciences. 

AB A review with 12 refs. The cartilage-derived antigen, human cartilage 
glycoprc tein-39 may be a rel-vant autoantigen for immunotherapy cf 
rheumatoid arthritis (PA) . A study was conducted and 
showed that there is a higher frequency ct HC gp- 
39 reactive T cells in DR3 I* 04 01 peptide-pos. RA patients when 
compared to DRB1* 04 01-matched healthy controls. Alsc, preliminary data 
indicated that the presence :t HC gp-39 in 

DRBl*0401-pos . individuals is assocd. with the prodn. cf pre inflammatory 
mediators, thereby suggesting that HC gp~39 

recogniticn may be involved in perpetuation of the chrcnic inflammatory 
process as seen in FA. Thus, HC gp~39 is a 



prime candidate for antigen-specific immunotherapy of PA. 
LI 7 ANSWER 11 OF 16 1'. A PLUS COPYRIGHT 2 0 0/: ACS 

1998:785564 Document No. 130:?.7j9q Prrtems ,md novel peptides derived from 
autoanti gen fcr use in immunotherapy of autoimmune diseases. Boots, 
Anna Maria Helena; Verhei j den , Gi j s r * r tus Franciscus Maria; Bos, Ebc 
Sybren (Akzo Nobel N.V., Neth.). U.S. US 53434-19 A 19981201, 19 pp., 
Cont.-in-part of U.S. 5, 7 36, 507. ( E:ig lish 1 . CODEN: USMXAM. APPLICATION: 
US 1996-o34493 19965418. PRIORITY: US 1 9 9 6 - 6 1 9 »:■ 4 5 19960325. 

AB The present invention relates to novel peptides derived from the 
autoanti -4 en HC gp-39, said peptides 

comprising at least one of the amino acid sequences FGRS ET I LAS (SEQ ID No. 
1 i FTLA33ETG (SEQ ID No. 2), YDDQE3VK3 (SEQ ID No. 3} and FSKIASNTQ (SEQ 
ID No. 4). The peptides resemr le MHC Class II restricted T-cell epitopes 
present on the autoantigen HC gp~39 in 
articular cartilage. HC gp-39, proteins 

comprising an amino acid sequence which exhibits at least 50- homol . with 
the amino "acid sequence YKLVCYYTSWSQYREG DG3CFPDALDRF1CTH I I YS FAN I SND { SEQ 
ID No: 10) and said peptides can be used in antigen-specific treatment of 
articular cartilage destruction in autoimmune diseases m mammals to 
induce systemic tolerance of the immune system. The autoantigen 
HC gp-39/ proteins comprising an amino acid 

sequence which exhibits at least 50- homol. with the amino acid sequence 
Y>'LVCYYT5W3QYREGPG3CFPDALDRFLCTH1 I YS FAN I SND (SEQ II' NO: 10) and said 
peptides are also suitable to induce arthritis in animals, preferably 
mice. The invention furthermore relates to pharmaceutical compns . 
comprising said autoantigen and/or said peptides, a diagnostic method for 
the detection of autoreactive T cells m a test sample and test kits to be 
used in said method. For treating T cell-mediated cartilage destruction 
disease (e.g. arthritis or rheumatoid arthritis) , the 

T cell-specific tolerance- inducing peptide or protein can also be selected 
from the group consisting of pig heparin binding 38 kDa protein, bovine 39 
kDa whey protein, murine breast regressing 39 kDa protein 'brp39), human 
oviduct-specific glycoprotein, murine oviduct-specific glycoprotein, 
hamster oviduct-specific glycoprotein, bovine oviduct-specific 
glycoprotein, human chi totriosidase precursor and their fragments. 
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1998:470378 Document No.: PREV1 9 98 0 04 7 037 8 . HC gp- 
39 expression in synovial lining is correlated with joint 
destruction in RA. Baeten, D. (I); Dekeyser, F . (1); Elewaut, D. (1); 
Rijnders, A. M. W. ; Verheijden, G. F.; Miltenburg, A. M. W. ; 
Steenbakkers, P.; Verbruggen, G. ( 1 .■ ; Boots, A. M. H.; Veys, E. 
M. (!}. (1) Dep. Rheumatol., Univ. Hosp. Ghent, Ghent, Beiguim. Arohritis 
& Rheumatism, (Sept., 1998; Vol. 41, No. 9 SUPPL., pp. S365. Meeting 
Info.: 62nd National Scientific Meeting of the American College of 
Rheumatol coy and the 33 rd National Scientific Meeting of the Association 
of Rheumatology Health Professionals San Diego, California, USA November 
8-12, 19°8 American College cf Rheumatology. ISSN: 0004-3591. Language: 
English . 
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19 9 8:47010 3 Pc oument No . : PREV1 9 ^ S 0 0 4701 0 ? . HC gp~ 

39 is expressed by peripheral blocd mononuclear cells in RA. 
Baeten, I.-. (I); De Peyser, F. (i); St eenr a k <ers , P.; Verheijden, G. G. 
(1); Bos, E . 3 . (1:; Fijnders, A. M. W.; Verrruggen, G. (1 ; Boots, 
A. M. H. ; Veys, E. M. (1). (1) Dep. Rheumatol., Univ. Hosp. Ghent, 
Ghent Belgium. Arthritis & Rheumatism, (Sept., 1998) Vol. 41, No. 9 
SUPPL., pp. S320. Meeting Inic . : 62 nd National Scientific Meeting of the 
Aneriran CoKege cf Rheumatclcgy and the 33rd National Scientific Meeting 
of the Association o£ Rheumatology Health Professionals San Diego, 
California, USA November 8-12, 1998 American College cf Rheumatology. 
ISSN: 00 u4- 35 91. Language: English. 
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1997:71800-1 Document Md. 128:1640 3 Human cartilage autoantigen glycoprotein 
gp-39 and proteins structurally related thereto for use in immunotherapy 
of autoimmune diseases. Boots, Anna Maria Helena; Yerheijden, 
Gijsbertus Franciscus Maria; fcos, Eb :> Sybren (Akz:> Nobel N.V., Neth.; 
boots, Anna Maria Helena; Verhei i den , Gijsbertus Franciscus Maria; Bos, 
Ebo Svkren), PCT Int. Appl . WO 974014 ^ Al 19971030, 38 pp. DESIGNATED 
STATES: W: AM, AU, BB, BG, BP;, CA, CN, CZ, EE, GE, HU, IS, JP, KG, KP, 
KR, LK, LR, PT, LV, MD, MG, MN, MX, NO, NZ, PL, RO, RU, SG, SI, SK, TR, 
TT, UA, US, UZ, VN, AM, A3, BY, KG, KZ , MD, RU, TO, TM; F;W : AT, BE, BF, 
BO, CF, CG, CH, CI, CM, DE, DK, ES, FI , FR, GA, GB, GR, IE, IT, LU, MC, 
ML, MR, ME, NL, PT, SE, SN, TO, TG. 'English). CODEN: EIXXD2. 
APPLICATION: WO 1997-EP 1905 19970415. PRIORITY: US 1996-o34493 19960418. 

AB The present invention relates to the use of autoantigen HC 
gp-39 (human cartilage gl yccp rote m- i '? ; , and proteins 

comprising an amino acid sequence which exhibits . gtoreq.50> homol. with 
the amino acid setqu^nce of HC gp-39, and 

more particular with the amino acid sequence YKLVCYYTSWSQYREGDGSCFPDALDFiFL 
CTHII YSFANI3KD in antigen-specific treatment of articular cartilage 
destruction m autoimmune diseases in mammals to induce systemic tolerance 
of the immune system. The autoantigen HC gp- 
39, and the arthr itogenic proteins comprising an ammo acid 
sequence which exhibits .gtcreg. 50^ homol. with the amino acid sequence 
YKLVCYYT3WSQYREGPGSCFPDALDRFLCTHIIY3FANISND are also suitable to induce 
arthritis in animals, preferably mice. The arthri togenicity and cloning 
of bovine 39-kDa whey protein is also described. The invention 
furthermore relates to pharmaceutical compns . comprising said autoantigen 
and/or said arthr itogenic proteins, a diagnostic method for the detection 
of autoreactive T cells in a test sample and test kits to be used in said 
method . 
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97325910 Document Number: 97325910. PubMed ID: 9182922. Human cartilage 

gl ycoprotein- 39 as a candidate autoantigen in rheumatoid 
arthritis. Yerheijden G F; Rijnders A W; Bos E; Coenen-de Roo C J; 
van Staveren C J; Miltenburg A M; Meijerink J K; Elewaut D; de 
Keyser F; Veys E; Boots A M- (NV Organon, Oss, The Netherlands. 
) ARTHRITIS AND RHEUMATISM, (1997 Jun) 4 0 (6) 1115-25. Journal code: 
0370605. ISSN: 0004-3591. Pub. country: United States. Language: English. 

AB OBJECTIVE: To identify a cartilage-derived autoantigen that is relevant to 
the rheumatoid arthritis (PA) disease process. 

METHODS: A DR4 (PRB1*04 01) peptide binding motif was used for the 
selection of potential self reactive peptides within human cartilage 
glyccprotein-39 (HC gp-39), a protein that 

is differentially expressed at the site of chronic inflammation. Synthetic 
peptides accommodating the motif were tested for binding the RA-associated 
DR.4 (DRB1*0401) molecules. High-affinity binders were then tested for 
their capacity to stimulate peripheral blood mononuclear cell responses in 
F'A patients or healthy donors. To assess the a r thri togeni c nature of 
native HC gp-39, the protein was injected 
into BALE/ - mice. RESULTS: HC gp-39-deri ved 

motif-based peptides were selectively recognized ky peripheral blood T 
cells from RA patients. Injection of the intact protein into BALB/c mice 
resulted in .immunity to HC gp-39, which was 

found to be associated with the development of a chrcnic, relapsing 

arthritis. Moreover, inhalation of the protein led tc tolerizaticn of 

antigen-specific. T cells and to suppression of HC gp- 

39-induced arthritis. CONCLUSION: Theoe data indicate that 

HC gp-39 is a target of the immune response in 

PA. Consequently, HC gp-39 is a candidate 

for antigen-specific immunotherapy. 
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1998:153262 The Genuine Article (R; Number: VX351. Generation and functional 
characterization ol anti -clone type antibodies to human T-cell receptors. 
Steenr akkers P G A (Reprint ; Boots A M H; Rijnders A W M. NV 
ORGANON, DEPT IMMUNOL, FOB 20, NL- 53-4 0 BH OSS, NETHERLANDS (Reprint). 
JOURNAL OF IMMUNOLOGICAL METHODS (10 LEG 1-97") Vol. 210, No. 1, pp. 51-64. 
Publisher: ELSEVIER SCIENCE 3V. PO BOX 1^ 1, 1000 AE AMSTERDAM, NETHERLANDS 

ISSK: 0022-1753. Pur., country: NETHERLANDS. Language: English. 
* ABSTRACT 15 AVAILABLE IN THE ALL AND I A 2 L FORMATS* 

AB Monoclonal an r i bod i es (mAb) directed against the clonotypic structure 

of the T-cell receptor =' TCP. ■ may be useful reagents in the study and 
therapy of T-cell -mediated diseases. In zxitrast to several reports 
concerning the generation of ant i - ol : n: type nAb to mouse TCR, only very 
limited numbers of ant i - rlonotyp e mAb to human TCR have been described. So 
far, a suitable method for the generation :f anti-clonotype mAb- to a given 
TCR has not been available and in this report we describe a novel strategy 
for the aerie ran ion of such mAb. Mice were immunized v/ith intact human 
T-cells. Then, spleen cell populations were precleared frcm B-celis 
reactive to CD 3 and the constant region of the TCR by adscrption to 
TCR/CD3 complexes -derived from an irrelevant T-cell clone. Subsequently, 
clonotvpe-speci t ic B-cells were selected with 7CR/CD3 complexes from the 
T-cell ' cl one of interest. The small number of B-celis resulting from this 
selection were oionally expanded in a B-celi culture system and then 
immortalized by mi ni -el e ct r o 1 us i on . Ten cl -;notype-speci f l c mAb were 
generated against a DRBI * 0 4 - 1 - res t r i c ted T-cell clone recognizing an 
epitope of the human cartilage ;ly loprotein 19 (HC gp~ 
39) All mAb immune p re-rip i tate d a Let er odirrieri o: 35 kDa protein. 
Absolute specificity was demonstrated in a T-cell agglutination test with 
the T-cell done of interest comparer* to a set of 16 defined, irrelevant 
T-cell clones or lines. In functional as~ayz, the mAb were found to 
inhibit :r Hock anti gen - sp t c i f i c T- cell stimulation. In addition, 
crcsslmked mAl were found t: stimulate proliferation cf the specific 
clone in the absence of antigen and antigen presenting cells (APC). Such 
mAb may have clinical relevanre :n deleting cr modulating autoreactive 
T-cells in a cl one t yp e- sped f i c manner. C .■ 19°7 Elsevier Science B.V. 
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■98:76:564 Document No. 130:37290 Proteins and novel peptides derived from 
autoant wen for use in immunotherapy of autoimmune diseases. Boots, 
Anna Maria Helena; Yerheijden, Gijsbertus Francises Maria; Bos, Etc 
Sybren (Akzo Nobel N.V., Neth.). U.S. US 58434 49 A 19981201, 19 pp., 
Cont.-.m-part of U.S. 5,736, :07. (English.. CO 1 DEN : USXXAI-I. APPLICATION: 
US 1956-6344^3 1^960418. PRIORITY: US 1996-619045 19960325. 
The present invention relates to novel peptides derived from the 
autoantl^en HC gp-39, said peptides comprising at least one of the amino 
a:id sequences FGR3 FT I LAS :3E0 ID No. 1), FTLASSETG ( 3EQ IE' No. 
2), YDDCESVK3 (3E2 ID No. 3 ) and FSKIASNTQ ( SS 2 ID No. 4). The peptides 
resemble MHO Class II restricted T-ceJl epitopes present on the 
aut oantigen HC ?p-39 in articular cartilage. HO gp-3 9, proteins 
comprising an amino acid sequence whi oh exhibits at least 50- homol . with 
the amino " a old se quence YK LYC Y YT S W S '2 V RE GD G S 0* F P DALD RFLCTH 1 1 YS FAN I S N D ( SEQ 
ID No: 10) and said peptides oan be used in ant l gen-spe r.i f l c treatment of 
articular cartilage destruction in autoimmune diseases in rriammals to 
induce systemic tolerance of the immune system. The autoantigen HC gp-39, 
proteins comprising an ammo acid sequence which exhibits at least 50- 
homol. with the amino acid sequence YKLYCYYT3W3cjYREGDGSY:.F?IALDRFLCTHI I Y3 FA 
NISND {SEQ ID NO 1 : 10 j and said peptides aie also, suitable to induce 
arthritis m animals, preferably mice. The invention furthermcre relates 
to pharmaceutical compns. comprising said autoantigen and/cr said 
peptides, a diagnostic method for the detection of autoreactive T cells in 
a test sample and test kits to be used in said method. For treating T 
cell-mediated cartilage destruction disease (e.g. arthritis cr 
rheumatoid arthritis), the T cell-specific 

tolerance-inducing peptide or protein can also i:e selected from the group 
consisting of pig heparin binding 3- >Da protein, bovine 39 kDa whey 
protein, murine k reast regressing 3 9 »:Da protein (btrp-39), human 
oviduct-specific glycoprotein, murine c vidu :: t- s p e si f i o glycoprotein, 
hamster oviduct-specific glycoprotein, bovine o vidu ot -speci f i c 
g Ly ::c p rc-te.i n , human chi t : t r i os idas e precursor and their fragments. 
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-5:7553 54 Document No. 130: 372 90 Prcteins and novel peptides derived from 
autoantigen for use in immune therapy of autoimmune diseases. Boots, 
Anna Maria Helena; Yerheijden, Gijskertus Franciscus Maria; Eos, Ebo 



Svkren (Akzo Nobel N.V., Neth.). U.S. US 584 ?4-n A 19981^01, 19 p.p., 
Cent. -in part cf U.S. 5,736, 507. (English). OODEN : U3XXAH. APPLICATION: 
US 1996-^34493 19960418. PRIORITY: US 1996-61 -645 199^0325. 
AB The present invention relates tc ncvel peptides derived £':o,-m the 

autoantiqen HO dp- 39, said peptides comprising at least civ. of the amine 
a -id sequences FGR3 FT I LAS (SEQ ID II:. 1), FT LAS SETG (SEQ ID ID:. 2j, 
YDDQESVKS (SEQ ID . 3) and FSKIASNTQ (SEQ ID No. 4). Tne 
peptides resemble MHO Class II restricted T-cell epitopes present on the 
autoantigen HO gp-39 in articular cartilage. HO gp-3 9, proteins 
r-.mprisina an amino acid sequence wh i oh exhibits at least 50- homol . with 
the ammo 'acid sequence YKLVOYYTSWSi'YFEGjGSOFPEA.LDRFLOTHI I YS FANISNE 1 (SEQ 
ID No: 10) and said peptides ran Le used m antigen-specific treatment of 
articular cartilage destruction in autoimmune diseases in mammals to 
induce systemic tolerance of the immune system. The autoantigen HC^gp-39, 
proteins comprising an amine acid sequence whi ch exhibits at least 50- 
homol. with the ammo acid sequence YKLVCYYT3W3QYREGDG3CFPDALDP.FLCTHI I YS FA 
NISND (SEQ Hi NO: 10; and sale peptides are also suitable to induce 
arthritis^in animals, preferably mice. The indention furthermore relates 
to pharmaceutical :ompns . comprising said autoantigen and/or said 
peptides, a diagnostic method f.zr the detection of autoreactive T cells in 
a test sample and test kits t: be used in said method. For treating T 
cell-mediated cartilage destruction disease (e.g. arthritis or 
rheumatoid arthritis), the T eel 1- speci f in- 
tolerance-- inducin g peptide or protein can also re selected from the group 
consistma of pig heparin binding 3: kDa protein, bovine 39 kDa whey 
protein, murine breast regressing 5 9 kDa protein (brpOOO, human 
oviduct-speci f l o glycoprotein, murine ovidu :t- speci f ic glycoprotein, 
hamster oviduct - speci f i c glycoprotein, bovine ov: duct - spec i fi c 
glycoprotein, human chitotriosidase precursor and their fragments. 
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1998:785564 Document No. 130:37290 Proteins and novel peptides derived from 
autoantiqen f:r use in immunot he rapy of autoimmune diseases. Boots, 
Anna Maria Helena; Yerheiyden, Gijsbertus Francuscus Maria; Bos, Eb : 
Sybren :Akzo Nobel N.V., Neth.-. U.S. US 5843449 A 1993.201, 19 pp., 
Cont. -in-part of U.S. ^,736,507. (English:. OODEN: USXXAM. APPLICATION: 
US 1096 -634493 199604 IS. PRIORITY: US 19°6-61'^64 5 1990 0 32 5. 

AB The present invention relates to novel peptides derived from the 

autoantiaen HO gp-39, said peptides comprising at least one of the amino 
acid sequences FGR3FTILA3 (SE2 ID No. 1), FT LAS SETG ( 3 E 2 ID No. 2), 
YDDQESVKS (SEQ ID N : . 5) and FSKIASNTQ iSE2 ID Mo. 4). The 
peptides res emir, le MHO Class II restricted T-oell epitopes present on the 
autoantigen HO gp-39 in articular cartilage. HO gp-39, proteins 
comprising an amino acid sequence which exhibits at least 50- homol. with 
the amino' acid sequence Y K 2 YC Y YT S V/ S Q Y R E G D G S 0 F P DA L D R F L 0 T H I I Y S FAN I S N D (SEQ 
ILi No: 10) and said p-optides can re used on ant i gen - spec L :: ic treatment of 
articular cartilage des t r uct i : r. in autoimmune diseases in mammals to 
induce .systemic tilerance of the imnune system. The autoantigen HO gp-39, 
p- roteins comprising an amin: i:i i sequence which exhibits at least 50- 
h'-m-] . with r.he amino acid sequence Y K L YC Y Y TSW: .'• J_ Y R E G D G 2 C F \ ' DAL D RFLCTHI I Y S FA 
NISND (SEQ ID NO: 10) and said peptides are also suitable to induce 
arthritis in animals, preferably mice. Tne indention furthermore relates 
to pharmaceutical ivmpiis. c : mr r l .: i n:_: said lutoantigen md'or oaid 
peptides, a diagnostic methid for the detection of autoreactive T cells in 
a test sample and test kits t: be used in said method. For treating T 
cell-mediated cartilage destruction disease i'e.g. arthritis or 
rheumatoid arthritis) , the T cell-specific 



tolerance-inducing peptide or protein can also be selected from the group 
consisting cf pig " her arin binding 38 kDa protein, bovine 39 kDa whey 
protein, murine breast regressing 39 kDa protein (brp39), human 
oviduct-sperific gly r.oprotein, murine oviduct-specific glycoprotein, 
hamster oviduct-specific glycor r : tein, bovine oviduct-specific 
glycoprotein, human :;hi t c t riosidase precursor and their fragments. 



s 111 and " FTFGR5FTLAS SE' 



Li 5 



=: • s Hi and 
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= ^ s Hi and 
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s Hi and 
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C Lli AND " FTFGF.SFTLASSE" 

'' R3 FT LAS S ETGYG" 

J Lli MIL "R; ET LASS ETGYG" 

•VGYDE'QESVKSPrV" 

} Lli ANE' "VGYDEtQEoVKSKV" 

'SuRFSKIASNT'jSR" 

) Lli ANEi "SQRFSKIASNTQSR" 



-L:ggmg off :■ f STN- 



Executing the logoff script. 



= • LOG Y 

COST IN U.S. E'OLLARS 
FULL ESTIMATE!' COST 

DISCOUNT AMOUNTS ( FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 
STN INTERNATIONAL LOGOFF AT 13:24:43 ON 26 AUG 2002 



SINCE FILE 
ENTRY 
84.44 

SINCE FILE 
ENTRY 
-5 . 58 



TOTAL 
SESSION 
131.40 

TOTAL 
SESSION 
-7 .44 



